Dear Editor,
In recent years, the rising number of highly sensitized patients waiting for a kidney transplant has become an important problem for both dialysis and transplant physicians. The presence of alloantibodies against human leukocyte antigen (HLA) and non-HLA antigens in these patients results in positive crossmatches with almost all the potential organ donors, and prolongs the average time on waiting list under dialysis treatment [1] . In order to increase the chances for hyperimmunized candidates to receive a transplant, the traditional desensitization protocols utilize intravenous immunoglobulin infusions prior to transplantation, frequently combined with plasmapheresis in order to remove circulating antibodies [2] . However, the previously described desensitization approaches might fail in particularly sensitized patients who have a panel of reactive antibodies above 85%, who may not achieve an acceptable crossmatch [3] . Thus, the health professionals are improving their efforts toward finding novel viable solutions for immune system modulation and tolerance induction in this disadvantaged category of patients.
A "hot topic" in this context is represented by T regulatory cells (Treg), a population firstly described in 1975 [4] , able to control antigen-specific immune responses and elicit operational tolerance in transplant recipients [5] . Besides the described "classical" Treg (CD4 + CD25 + FoxP3 + ) cells, the existence of another thymus-derived Treg cell subset, expressing the immune tolerizing molecule, HLA-G, has been shown to have potential advantageous implications in transplantation and autoimmune diseases [6, 7] .
We have previously described the ability of neutrophil gelatinase-associated lipocalin (NGAL) to induce immune tolerance through expansion of Treg cells and HLA-G upregulation in peripheral blood mononuclear cell cultures from healthy subjects [8] . Our data have shed light on an unexpected role of NGAL, a molecule that in the last decade has raised much interest in the scientific community as a kidney injury marker [9, 10] , indicating novel insights in immune modulation and a potential relevance for immunosuppressive therapy efficacy, tolerance induction after transplant, and in patients with immunological disorders.
Given the initial encouraging results, our current research is evaluating the effects of NGAL exposure on expansion of Tregs and HLA-G expression in cells from hyperimmunized patients under hemodialysis treatment in waiting list for kidney transplant. We expect that this attractive emerging link between Tregs, HLA-G, and NGAL in tolerance induction might open a new scenario in terms of immune modulation before or during kidney transplant in these complex patients, increasing their chances for a successful transplant.
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